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Abstract 
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(I) 



(57) [Abstract] 
[Objective] 

Development of antimycotic where usefulness is higher. 
[Constitution] 

imidazo [1 and 5 -a ] pyrimidine derivative and its salt . which 
is shown with next General Formula (I ) 



[it* A liM&^tlTl^Tt .fci^i- 
*>?] 

Claims 
[f»*8l] 

-flgS(I)T'^^^§>r5^y[l ) 5-a]e'J5v>i 




(I) 



[A in Formula displays optionally substitutable thienyl 
group] 



[Claim(s)] 
[Claim 1] 

imidazo [1 and 5 -a ] pyrimidine derivative and its salt . which 
are shown with General Formula (I ) 



StrTo] 
[R**2] 

*V[l>a]t°'J5v>l§igfc<D 



/V 0H 

6 N 



(I) 



r 

OH 



[In Formula, A displays optionally substitutable thienyl 
group . ] 

[Claim 2] 

manufacturing method . of imidazo [1 and 5 -a ] pyrimidine 
derivative which is shown with General Formula (I ) 
whichdesignates that compound which is shown with General 
Formula (II ) is treatedwith condensing agent as feature 
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(I) 
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(I) 



[In Formula, A displays optionally substitutable thienyl 
group . ] 

[Claim 3] 

antimycotic . which designates that it contains imidazo [1 and 
5 -a ] pyrimidine derivative or its salt whichis shown with 
General Formula (I ) as active ingredient as feature 



Specification 

[0001] 

[MH±OflJffl»If] 



*f§BJ3l*s -8§st(I)T-*£;h.i>'rS9V[l > 5-a] 



[l,5-a]t°'J5v>^^<*fccki;^(D^ s *-*tb<Z> 
*iam®Sl]lr|l|-f£o 



A 



N 

II 





(I) 



[In Formula, A displays optionally substitutable thienyl 
group . ] 



[Description of the Invention] 
[0001] 

[Field of Industrial Application] 

this invention regards imidazo [1 and 5 -a ] pyrimidine 
derivative and its salt which are shownwith General Formula 
(I). 

Furthermore details regard imidazo [1 and 5 -a ] pyrimidine 
derivative and those manufacturing method of the its salt , and 
contains that as active ingredient antimycotic which possess 
the antimycotic activity . 



[0002] 



-' *w trrv , 



» — • • i ■ • • m j. t_ , 



[In Formula, A displays optionally substitutable thienyl 
group . ] 

[0002] 

[Prior Art And Problems To Be Solved By The Invention] 
fungal infection has increased in global recently, with wide 
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[0003] 
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MlcLfcSr^-rs^l/tl,5-a]t°>JSv>il®i* 

[0004] 

*%W<n-f®£.(I)X**£h&it-£;tot$<i:tf ; Z 
0)i&\tXUUM<DWimt£®X&^X, fcm 

ftm®izmmm\zKtz>&i%7zm<&<. mm 
Lxm*<Drmx&mtz>zttfX'$z 0 

[0005] 

-t&£(i)X7a£ti&it£V!<Di&ti.x\t. m*. 

iXi&M. Silt, ifgu MEM* 

<d ta # m & t l < i * £ & m t cd j& # & (f ft 

•So 

[0006] 

T I = ^ * 5 -n & I c £ y M jg -r -5 Z i: T- 



A 



A OH 
-C-NH-CHj-| T 
6 N 



(II) 



area antibiotic , steroid hormone agent , anticancer drug , 
immunosuppresant or other general purpose , but the effective 
drug is little in this. 

As for drug which presently is used for treatment , with 
polyene macrolide system and irnidazole-based compound 
extent , furthermore development of antimycotic where the 
usefulness is high is desired. 

[0003] 

[Means to Solve the Problems] 

Then, these inventors in order that antimycotic where 
usefulness is higher isdeveloped result of diligent research, 
antimycotic which is known so far the novel imidazo [1 and 5 
-a ] pyrimidine derivative which differs basic structure 
completely vis-a-vis broad ranged fungi discovered fact that it 
possesses strong activity in comparison with theexisting item. 

[0004] 

As for compound and its salt which are shown with General 
Formula (I ) of this invention with novel compound which is 
stated in literature , antibiotic activity for antibacterial action 
especially Eumycota is strong, can use with various form 
pharmaceutical medicine for animal and medicine for fish 
mediating/helping, as foodstuff antiseptic furthermore. 

[0005] 

It can increase salt of inorganic or organic acid like for 
example hydrochloric acid , sulfuric acid , acetic acid , tartaric 
acid , methane sulfonic acid as salt of compound which is 
shown with General Formula (I ). 

[0006] 

It can produce compound which is shown with General 
Formula (I ) of this invention with method which is expressed 
below for example . 



T 

OH 




(I) 
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;u*"c«ka-r*^iiCcfcy--tt5t(i)-e**tLS 

-f5y!/[l,5-a]e«J5S?>BS*ft*»*ZtA<T? 
[0007] 

A-COCl+NH 2 CH 2 COOR 4 



imidazo [1 and 5 -a ] pyrimidine derivative which is shown 
with General Formula (I ) [In Formula, as for A same to 
description above. ] namely bytreating with thenoyl 
aminomethyl pyrimidine derivative and condensing agent for 
example chloride phosphorus , phosphorous oxychloride , 
thionyl chloride etc which are shown with the General 
Formula (II ) can be acquired. 

[0007] 

Also thenoyl aminomethyl pyrimidine derivative (II ) which is 
a starting substance of these reactions is produced with novel 
substance by below-mentioned line . 

HC 1 



T ET > 7 S P 



A-CONHCH* COOR 4 
(III) 



(II) 



N a O C 



2 H 5 



(Ill)^x^y-yu43r^ScD^ST(c, ^p>t 
5Kt«^*1**ZtlcJ:y«HB(DBf#i*(II)* 

[0008] 

mhomje] 

"To 



[0009] 

Mi]' 



It can acquire aforementioned derivative (II ) in ethanol [In 
Formula, R<sup>4 </sup> displays lower alkyl group . ] 
namely by N- acyl derivative (III ) which reacting, acquires 
glycine ester acetate and various chloride thenoyl derivative 
underexisting of base , Malone amide condensing. 

[0008] 

[Effects of the Invention] 

antimycotic activity of the compound of this invention is 
shown next in Table 1 . 

As for antimycotic test with number of multiples dilution you 
inspected by fact that minimum growth-inhibiting 
concentration of each compound is measured due to agar plate 
method. 

As though it is clear even from Table 1 , the compound of this 
invention has strong antibiotic activity vis-a-vis fungi . 

[0009] 

[Table 1] 
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[0010] 

lH5E07'7X£ffll\;fi>vy-7^fc*a>X 
(C. albicans KYF-1385,fggifill. 2.6- 7.2 x 

10 6 ffl/V7X)$ISKrtlcS^#fc. 



*%mt-&%3: lOOmg/kg/day tLX 
4 B|Sk 1 S 2 |sk gatg^Lfc. 

[0011] 

* 36 H jb £ Ifci 0) 3r ^ 14 1 * IS g a) 3 > h □ - 



[OOIO] 

Effect for mouse (ICR ) whole body infection next is shown. 

Making use of mouse of 1 group, 5 animals , Candida 
♦albicans (C. albicans KYF-1385, inoculation amount of 
bacteria . 2.6- 7.2 X 10<sup>6 </sup> /mouse ) infection was 
done in intraperitoneal . 

It prescribed with 4 day , twice per day , oral after infection , 
with the compound of this invention as 100 mg/kg /day . 

[0011] 

As for effectiveness of the compound of this invention with 
control of untreated it showed in Figure 1 and Figure 2 . 

As been clear from these, the compound of this invention is 
effective in comparison withcontrol. 



0011 
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[0012] 

[HlfcM 

[0013] 

(UMlfl l) 

2,4-v<7PP-6<2-^I-;UHS$V[l,5-a]tf'J5 
2-(2-x/-<;U75>'p«^;U)-4,6-vtKP+vtf l J5 

i.3g ir^-4rv^<b'J> 10ml £J)D;u 
£PP*^AJf £7kftU JiTKtttt-^h'J^A-e 

?pp*;ua£mes£u aa*7;us-*-*7 

A$p-7h?77-f-('<>tf>»ttJ)|cJ:y«S 

fttLTitttt* 0.56g#*. 
M £ 152-153. degC 
[0014] 



[0012] 

# 

[Working Example(s)] 

Listing below execution example, furthermore you explain 
this invention indetail. 

[0013] 

(Working Example 1) 

2 and 4 -dichloro -6- (2 -thienyl ) imidazo [1 and 5 -a ] 
pyrimidine 

2 - (2 -thenoyl aminomethyl ) - In 4 and 6 -dihydroxy 
pyrimidine 1.3g 3 hours heating and refluxing it does on oil 
bath including the phosphorous oxychloride 10ml . 

After under vacuum removing excess phosphorous 
oxychloride , in residue is extractedwith chloroform including 
sodium carbonate aqueous solution . 

water wash it does chloroform layer , dries with anhydrous 
sodium sulfate . 

When vacuum distillation it does chloroform , it refines 
residue with alumina column chromatography (benzene 
liquation), furthermore recrystallization does from ethanol 
object compound 0.56 g isobtained as yellow plate crystal . 

melting point 152-153 deg C 

[0014] 



7C*#ffitt(C10H5 N3 SC C 


12 ) H 


N 


C10 H5 N3 SCCelemental analysis values 


L2)H 


N 






44.46 




1.87 


15.56 


calculated value Calculated value 




44.46 




1. 87 


15.56 






44.32 




1.67 


15.56 


actual measured value Survey value 




44. 32 




1.67 


15.56 



[0016] 



[0015] 

Below and compound was acquired with Working Example 1 
and same method . 

[0016] 
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[0017] 



[0017] 
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Si 

CD 
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C lfi H 5 N 3 Ci 2 S 


115 

147 


U 46 
44. 25 


1.87 
1.68 


15.56 
1168 


3 


/ 






C, 0 H 4 NjC| 2 SBr 


164 

IBS 


34.41 
34. 67 


1. 16 
1. 03 


12.04 
12. 09 


4 


/ 


1 1 






16( 

167 


39.43 
33.29 


1. 32 
1.16 


13.80 
13.99 


5 


r 


1 t 




C u H f N 3 Ci 2 S 


117 

118 


46.49 
46.39 


2. 48 
2. 36 


li 79 
15.00 



[0018] 
[0019] 

(###i 1) 

2-(2-x/^;U75y>^;U)-4,6-vtKP+vt 0 US 

(i)N.(2-iry^^)yijv>x^;i,xx-T;u 

^>J5/>x^;uxXT-;Hfittffi 22g fecfctffc* 

gtig^'J^A 86g £tK 600ml lZ®f$U 

> 600ml fccfctfx— xJU 400ml £*n*.^Sl? 

2-x/<;U^P^K25g 100ml |ZJ8 

muzmmzm 30 aimss tu 2 b#p b i 



[0018] 

You explain with Reference Example below concerning 
production method of acyl amino alkyl pyrimidine derivative 
(II )which is a intermediate next. 

[0019] 

(Reference Example 1 ) 

2 - (2 -thenoyl aminomethyl ) - 4 and 6 -dihydroxy pyrimidine 

(i ) N- (2 -thenoyl ) glycine ethyl ester 

It melts glycine ethyl ester acetate 22g and anhydrous 
potassium carbonate 86g in water 600 ml , it agitateswith 
room temperature including benzene 600ml and ether 400ml . 

2 -thenoyl chloride 25g it drips solution which is melted in 
benzene 100ml withapproximately 30 minute , after that 
agitates with 2 hours room temperature . 

When separating it does organic layer , after drying under 
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a £ 82-83 deg C 
[0020] 

(ii)2-(2-x/-f ;b75/ JU)-4,6-5? t Ka *S/t? 

■fh'J'fA 1.4g ;i/ 120ml f-?M*U 

^ICTP^TSK 3.8g * *D*.;fij§± 60 deg C 
Tf 1 BWWjUtf *. 

N-p.fy^'Ji/^IflUXfA' 8g 

(DMF)J:yStl*LT*teiS*i:LTlM1to* 

2.8g 

Bfc & 270-275 deg C(#8?) 
[0021] 

7U*^ff fiS(C,oH 9 N3 0 3 S) 
CHN 

f+fl:fjt(%) 47.80 3.61 16.72 
H$U£(%) 47.83 3.67 16.90 
[0022] 

[0023] 

OH 

[0024] 
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vacuum removeswith anhydrous sodium sulfate colorless 
crystal is obtained. 

recrystallization it does this from ethanol and 23 g it obtains 
the object compound as colorless prismatic crytal . 

melting point 82-83 deg C 

[0020] 

(ii ) 2 - (2 -thenoyl aminomethyl ) - 4 and 6 -dihydroxy 
pyrimidine 

It melts sodium 1.4g in ethanol 120ml , to this 1 hour it 
agitates with 60 deg C on oil bath including Malone amide 
3.8g. 

6 hours heating and refluxing it does N- (2 -thenoyl ) glycine 
ethyl ester 8g in addition to this. 

It removes ethanol and in residue it neutralizes with acetic 
acid including water. 

It filters crystal which it precipitates, dimethylformamide 
(DMF ) from the recrystallization does and 2.8 g it obtains 
object compound as colorless crystal . 

melting point 270-275 deg C (Disassembly) 

[0021] 

elemental analysis values (C<sub>10</sub>H<sub>9 
</sub>N<sub>3 </sub>0<sub>3 </sub>S ) 

CHN 

calculated value (%) 47.803.61 16. 72 
actual measured value (%) 47.833.6716. 90 
[0022] 

compound below was acquired with method which is similar 
to the Reference Example 1. 

[0023] 



[0024] 
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> 300 • 
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C 10 H 8 N 3 °3 B f S 


250 ~ 255 

m 
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C IjH< N 3 0 3 CIS 


> 300 
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Wl 3 


C n H n N 3 0 3 S 


269 ~ 276 

(a m 



[01] 

[02] 

Drawings 
[01] 



[Brief Explanation of the Drawing(s)] 
[Figure 1] 

It is a diagram which shows effect in mouse *candidal 
infection symptom with the oral dosage of compound of 
Working Example 3. 

[Figure 2] 

It is a diagram which shows effect in mouse *candidal 
infection symptom with the oral dosage of compound of 
Working Example 4. 



[Figure 1] 
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■h>V? •T)V\£ij>X KYF-138 5 

2. 6X1 O 6 ffi/vOT. 



ED) 



i 



13 5 7 

ft%ft<2>8£ h ft 

[@2] [Figure 2] 

*yi?y'7>U£lj>X KYF-1385 

L2X1 O 6 



4 
I? 
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